As the two proteins differ only by 15 residues (including two prolines), similar spectral 2 features were expected if their structures differ only marginally. Indeed, the two 1 H-15 N HSQC 3 spectra superpose very well (Supplementary Figure 4B) . However, the spectra show less peaks 4 than expected. Around 100 out of 137 and 105 out of 150 were observed for the MLL5 SET 5 domain alone and for the SET-POSTSET fragment, respectively (N-terminal hexahistidine tag 6 and proline residues were excluded). Such a discrepancy between the number of expected and 7 present cross-peaks indicates that both proteins exhibit substantial dynamics at the NMR 8
timescale. The remaining peaks are well scattered, showing that they correspond to the folded 9 parts of the proteins. Indeed, more than 30 of them have proton chemical shifts higher than 8.6 10 ppm, a low field range characteristic of amide protons implicated in β strands, in agreement 11 with the predominance of this secondary structure element observed in the crystal structure. In 12 order to retrieve more peaks, spectra were also recorded at pH 5.8 to lower the exchange rate 13 of amide protons with water, but the resulting spectra were of poorer quality. 
